Introduction
An allergic type of arthralgia or synovitis is known to occur in certain atopic conditions, such as serum sickness and angioneurotic oedema, in drug reactions such as aspirin hypersensitivity, and after certain bites or stings'. The arthritis occurring in the Henoch-Schonlein syndrome is probably allergic in nature, in this case probably immune complex-mediated. Apart from these instances allergy is not usually considered as a cause of acute or episodic joint pain or synovitis and is not mentioned in standard rheumatology textbooks (including Kelley et az. 2) , but on the other hand, allergists say that many of their patients have attacks of joint pain, and in one textbook of allergy it is stated that 'pains in the joints can be provoked by foods, with transient joint swelling in exceptional cases'.
This report concerns nine patients attending a rheumatology clinic with episodes of arthralgia, Table 2 . Case 2: synovial fluid house dust and cat fur. An antihistamine (Tr'iludan 60 mg twice a day) taken at the onset of an attack produced dramatic relief of symptoms, and it was thought that her attacks of soft-tissue rheumatism were allergic in nature.
Discussion
Episodic joint pain can occur in many types of arthritis, and is particularly featured in palindromic rheumatism, seronegative HLA-B27 positive spondarthritis (such as psoriatic arthritis and the arthralgia associated with inflammatory bowel disease), reactive arthritis, crystal-induced synovitis and occasionally seropositive rheumatoid disease. Episodic joint disease is not usually considered to be associated with allergic disorders, but it seems that sometimes this may be the case, symptoms being induced by external allergens or else occurring coincidentally with concurrent allergic features (such as urticaria, asthma or hayfever).
Allergic joint disease is usually a Type I (immediate) hypersensitivity with raised serum IgE, eosinophilia, positive skin tests (when negative the RAST (radioallergosorbent) test for specific IgE antibodies to certain foods, pollens etc. is often found to be positive) and response to antihistamines. Rarely IgG rather than IgE is the reaginic antibody and is raised in the blood. In Type I reactions the antigen reacts with IgE or IgG on the surface of the mast cell causing degranulation and consequent release of histamine, slow-releasing substance (SRS-A, leukotrienes C4 and D4) eosinophil chemotactic factor (leukotriene B4) and kallikrein. Occasionally delayed (immune complex or Type Ill) hypersensitivity may occur where complexes are formed by antibody, excess free allergy and complement, activating the complement cascade, complement fragments C3a and C5a being chemotactic for polymorphs. Circulatory complexes may be responsible for allergic vasculitis and the joint and renal manifestations of the Henoch-Schonlein syndrome and rheumatic fever are now thought to be immune complex disorders (usually IgA) following focal infection with Type I streptococci.
Our patients with attacks of arthralgia, synovitis or soft-tissue rheumatism associated with allergy are summarized in Table 1 Case 2 This 49-year-old woman had intermittent pain and swelling ofthe wrists and small joints of the fingers after hysterectomy, when she was seen by a rheumatologist who reported inflammatory joint disease in the proximal interphalangeal joints of the fingers and thought she might have early rheumatoid disease, though she had had a normal erythrocyte sedimentation rate (ESRl, negative tests for rheumatoid factor and normal X-rays. An anti-inflammatory drug (piroxicam) was prescribed but was ineffective and poorly tolerated. Later she was referred to us with recurrent pain and swelling of various joints, sometimes very severe, which appeared to be precipitated by dairy foods. She had suffered from recurrent urticaria and there was a strong allergic diathesis in the family. Examination showed only slight articular tenderness of the knee-joints. Investigations (bloodcount, ESR, rheumatoid factor, immunoglobulins including IgE, and X-rays of hands and feet) were all normal. She later developed pain in an ankle and foot, a technetium-99 bone scan showing increased uptake in these joints.
She was asked to attempt to precipitate symptoms by drinking milk a few hours before her next outpatient visit. Swelling of the right knee occurred and was observed at the clinic. Thirty ml synovial fluid was aspirated from the kneeit was cloudy, of low viscosity and the cell count was raised (4000 cells/cu mm mainly lymphocytes -see Table 2 ), suggesting an inflammatory type of joint fluid. The fluid contained 3%eosinophils (120/curnm) as compared with 1.4% in the blood.
Case 6
This 34-year-old woman first attended in June 1987, saying that for two months she had suffered from sharp attacks of redness, itchiness and swelling of the soft tissues above and below the knees along with severe pains and cramps in the knees and calves,lasting for one or several days. There was no response to an anti-inflammatory drug (fenoprofen) prescribed by her doctor. Recently she had developed lateonset hayfever and both her children had suffered from infantile eczema. When seen she was in a symptom-free phase with no abnormal physical signs and routine investigations for rheumatoid and other forms of arthritis were negative. The serum IgE was raised at 555 units and skin tests showed strongly positive reactions to grass pollen, Case reports Case 1 As a child, this 19-year-oldgirl had recurrent knee pain and swelling which could be induced by aspirin sensitivity. She was first seen in the Rheumatology Clinic 7 years ago when 12 years old, but no physical signs were evident and investigations were normal except for a raised eosinophil count and elevation of the serum IgE. It was thought at the time that she might have an allergic form of arthralgia: skin testing showed sensitivity to grass pollen, house dust and cat fur, hayfever occurred in most of her family. Some years later she had a severe attack of urticaria after contact with a primula plant, followed by attacks of pain in the knees, sometimes sufficiently severe to render her incapable of walking upstairs. She thought that milk, dairy products and gluten precipitated the symptoms and also remarked upon severe sore throats immediately after drinking milk. Investigations at this time showed eosinophilia (10%), negative rheumatoid factor, normal serum proteins and electrophoresis, normal immunoglobulins other than raised IgE (322 units) and normal X-rays of knees, hands and feet. synovitis or soft-tissue pain apparently related to allergic events, summarized in Table 1 . One patient (Mrs AW, case 2) is of particular interest as it was possible in her case to induce synovitis of a knee by drinking milk, then aspirate and examine the synovial fluid. The case histories of this patient and two others of interest are given below. common genetic background. It is pointed out that patients developing urticarial arthritis do not appear to be homogenous from clinical, immunological or histopathological points of view: for example, the urticarial lesions sometimes show a histological picture of leucocytoclastic vasculitis, and some cases show evidence of an immune-complex mediated disorder-s.
Three of our patients had food sensitivities, and in one knee synovitis with effusion was precipitated by challenge with milk, the synovial fluid being found to be mildly inflammatory in nature with a relatively high eosinophil count (see Table 2 ). Food allergy may be IgE, immune complex mediated (Type III) or mixed", In general, the relationship of joint symptoms to specific foods can only be proved by provoking objective symptoms by a challenge test or (if the symptoms are subjective only) provoking them in the course of a double-blind challenge test using disguised or encapsulated food substances and identical placebo. Food allergies are usually Type I reactions, but occasionally non-IgE (IgG or immune complex) reactions are responsible for delayed attacks", sometimes no abnormal serum antibodies are found and the reaction may be 'mixed' -an initial IgE reaction causing permeability of the intestinal wall facilitating absorption of several 'harmful' food allergens which combine with complement-forming immune complexes in large quantities and these cannot be adequately cleared by the reticulo-endothelial system. Such a 'mixed' IgE/immune complex food allergy was reported in a patient with rheumatoid arthritis who was found to have IgE antibodies to both milk products and milk protein". Another explanation for delay in the onset of joint symptoms in food-sensitive patients might be rapid inactivation of platelets and fall in serotonin levels, so that joint symptoms take several hours to develop?
Sporadic reports of allergic joint pain have appeared in the literature. Intermittent hydrarthrosis has been thought to be allergic (an 'articular variety of angioneurotic oedema") and has been associated with food allergy", Looking at patients with known allergic complaints, Vaughan has reported intermittent rheumatic attacks (which he called 'palindromic') in 20% of allergic patients10. Palindromic rheumatism is usually considered as an initial manifestation of rheumatoid disease, the majority of patients developing classical rheumatoid arthritis later on, and it seems possible that sometimes the attacks are initiated by food or another allergic event.
Allergists say that a great many of their patients have joint pains and that some are food-allergic, their rheumatic symptoms often improving when certain foods are avoided!'.
Darlington has described food allergy aggravating symptoms in a proportion of patients with rheumatoid arthritis and has followed up many of these patientsl-, Panush et al. 13 described a rheumatoid patient who had exacerbations of joint pain after certain foods and reduction of symptoms when fasting, significant pain appearing after blind challenge with lyophilized foods given in opaque capsules, placebo having no effect. This patient had increased IgG antimilk levels, IgG milk-circulating immune complexes and in vitro T-cell sensitivity to milk. An experimental model of food-allergic synovitis was suggested by lesions developing in 9 of25 rabbits fed cow's milk who developed increased nucleated cells and Tlymphocytes in their synovial fluids and high titres of serum and synovial fluid C 1q-binding activity in response to C 1 Q in cow's milk, unlike the controls".
